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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

• If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even If timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)S Responsive to communication(s) filed on 8-25-2003 . 
2a)n This action is FINAL. 2b)S This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal nnatters, prosecution as to the nnerits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 4-30 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) E1 Claim(s) 4-30 is/are rejected. 
?)□ Claim{s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) S The specification is objected to by the Examiner. 

10)n The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f), 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. ; 

S-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) S Notice of References Cited {PTO-892) 4) Q Interview Summary (PTO-413) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Faper No(s)/Mail Date. . 

3) O Information Disclosure Statement{s) (PTO-1449 or PTO/SB/08) 5) Q Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date , 6) M Other: Exhibit A. B . 

U.S. Patent and Trademart^ Office ~" 

PTOL-326 (Rev. 1 -04) Office Action Summary Part of Paper No./Mail Date 2005041 1 
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DETAILED ACTION 

The office action is written in the reply filed on 08/25/2003. 

Claims 1-4 have been cancelled. Claims 4-30 have been added. Claims 4-30 are pending and 
are examined on the merits. 

Specification Objections 

The specification is objected to for lacking cross-reference information to parent applications. 

Priority 

The later-filed application must be an application for a patent for an invention which is also 
disclosed in the prior application (the parent or original nonprovisional application or provisional 
application); the disclosure of the invention in the parent application and in the later-filed application must 
be sufficient to comply with the requirements of the first paragraph of 35 U.S.C. 112. See Transco 
Products, Inc. v. Performance Contracting, Inc., 38 F.3d 551, 32 USPQ2d 1077 (Fed. Cir. 1994). 

Applicant's claims to an earlier effective filing date through an US application 09/275900 ('900), filed on 
03/24/1999, is acknowledged. Applicant's claims to an earlieir effective filing date through an US 
application 08/555912 ('912), filed on 1 1/13/1995, is acknowledged. Claims 4-30 are drawn to a nucleic 
acid comprising nucleotides 13-129 or 175-489 of SEQ ID NO: 1 and a nucleic acid encoding a portion of 
Pini polypeptide comprising an amino acid 5-43 or 59-163 of SEQ ID NO: 2, which substantially have 
protein-protein interaction activity or PPIase activity. Upon review of specification of the applications, it is 
noted that then neither '900 nor '912 of applications provide adequate written description of the genus of 
nucleotides comprising nucleotides 13-129 or 175-489 of SEQ ID NO: 1 or nucleic acid encoding a genus 
of polypeptides comprising an amino acid 5-43 or 59-163 of SEQ ID NO: 2. Therefore, Claims 4-30 will 
be given priority to the instant filing date of July 8, 2003. 
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Claim Rejections - 35 USC §112 

1 . The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 4-30 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the invention. 

Claims 4-30 are indefinite for the recitation of " nucleotide sequence substantially the same as 
nucleotide 13-129 or 175-489 of SEQ ID NO: 1" or "a nucleotide sequence or a nucleotide sequence 
variant encoding a portion of a Pini polypeptide having substantially the same sequence as amino acid 5- 
43 or 59-163 of SEQ ID NO: 2". It is unclear how much structural difference from nucleotides 13-129, 
175-489, and amino acids 5-43 and 59-163 is tolerated within the metes and bounds of "substantially the 
same". 

Claims 4 and 18 are vague and indefinite in the recitation of "at least about 15 contiguous 
nucleotides". It is unclear how much variation from 15 nucleotides is permitted by the term "about". 

2. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the. 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canying out his invention. 

Claims 4-30 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter, which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the inventor{s), 
at the time the application was filed, had possession of the claimed invention. 

As drawn to new matter 
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Claims 4-30 have been amended to recite nucleic acid residues 13-129 and 175-489 of SEQ ID 
NO: 1 or a nucleotide comprising a degenerate nucleotide sequence variant encoding a portion of a Pini 
polypeptide having substantially the same an amino acid sequence as amino acid 5-43 and 59-163 of 
SEQ ID NO: 2. The specification as filed, although idehtifying the regions of the Pini protein comprising 
the WW domain at residues 5-43 and the PPIase domain at residues 59-163 of SEQ ID NO: 2, does not 
provide sufficient support for the instant amendment claims reciting nucleic acid residues which minimally 
comprise13-129 or 175-489 of SEQ ID NO: 1 or nucleotide comprising nucleotide sequence encoding a 
Pini polypeptide minimally comprising substantially the same an amino acid sequence as amino acid 5- 
43 and 59-163 of SEQ ID NO: 2 because the term "substantially the same" allows for a variation in 
sequence from amino acids 5-43 and 59-163 and because the claims encompass sequences which vary 
considerably from SEQ ID N0:1 or the polynucleotides which encode SEQ ID NO:2. 

As drawn to written description 

Claims 4-5 and18-19 are drawn to an isolated nucleic acid comprising a nucleotide sequence 
substantially the same as nucleotide or hybridize to 13-129 or 175-489 of SEQ ID NO: 1. Claims 6-17 
dependent on claim 4, which comprise a nucleotide sequence or sequence variant encoding a portion 
of Pini polypeptide having substantially the same amino acid sequence, which exhibits the same 
protein-protein interaction activity and NIMA mitotic kinase binding activity as amino acid 5-43 of SEQ ID 
NO: 2. Claims 20-30 dependent on claim 18, which comprise a nucleotide sequence or sequence variant 
encoding a portion of Pin1 polypeptide having substantially the same amino acid sequence, which exhibit 
the same PPIase activity as amino acids 59-163 of SEQ ID NO: 2. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in possession 
of the invention. The invention is. for purposes of the 'written description' inquiry, whatever is now 
claimed" (See page 1117.) The specification does not "clearly allow persons of ordinary skill in the art to 
recognize that [he or she] invented what is claimed." (See Vas-Cath at page 1116). 
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The claims recite sequence substantially the same as nucleotide or hybridize to 13-129 or 175- 
489 of SEQ ID NO: 1 or sequence variant encoding a portion of Pinl polypeptide having substantially the 
same amino acid sequence as amino acid 5-43 or 59-163 of SEQ ID NO: 2, which exhibit the same 
protein-protein interaction activity, NIMA mitotic kinase binding activity or PPIase activity. The claims do 
not limit any particular conserved structural attributes because no metes or bounds can be determined for 
the terms "substantially the same", "sequence variant" or "a portion of Pin1 polypeptide". The 
specification merely discloses nucleotide of SEQ ID NO: 1 and Pin1 polypeptide of SEQ ID NO: 2, which 
has a protein-protein activity and PPIase activity. No sequence variant and substantially the same as 
nucleotide of 3-129 or 175-489 of SEQ ID NO: 1 and no any portion of the Pinl polypeptide and 
substantially the same as amino acid sequence of 5-43 or 59-163 of SEQ ID NO: 2 meeting the limitation 
of the claims were ever identified or particular described. No NIMA mitotic kinase binding activity or 
PPIase activity exhibited by a portion of the Pinl polypeptide or a polypeptide substantially the same as 
amino acid sequence of 5-43 or 59-163 of SEQ ID NO: 2 were described. Therefore, the instant claims 
encompass signification structural dissimilarity as compared to the SEQ ID NO: 1 or Pinl polypeptide or 
polypeptide of SEQ ID NO: 2. The SEQ ID NO: 1. Pin 1 polypeptide, or SEQ ID NO: 2 does not 
anticipate the claimed genus because the genus includes molecules which differ widely both in functional 
attributes and structural attributes from SEQ ID NO: 1, or nucleotide encoding Pin 1 or SEQ ID NO: 2. 

To provide adequate written description and evidence of possession of a claimed genus, the 
specification must provide sufficient distinguishing identifying characteristics of the genus. The factors to 
be considered include disclosure of complete or partial structure, physical and/or chemical properties, 
functional characteristics, structure/function correlation, methods of making the claimed product, or any 
combination thereof In this case, the only factor present in the claim is partial structures in the form of a 
recitation of a nucleotide sequence substantially the same as nucleotide 13-129 or 175-489 of SEQ ID 
NO: 1, or a nucleotide sequence variant or a sequence encoding a portion of polypeptide of 5-43 or 59- 
163 of SEQ ID NO: 2. There is no identification of any particular portion of the structure that must be 
conserved except nucleotide 13-129 or 175-489 of SEQ ID NO: 1, or a nucleotide sequence encoding a 
portion of polypeptide of 5-43 or 59-163 of SEQ ID NO: 2. The instant specification does not set forth that 
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particular sequence variant encoding any particular portion of the amino acid sequence of SEQ ID NO: 2 
has protein-protein interaction or PPIase activity except a nucleotide sequence encoding a polypeptide of 
5-43 or 59-163 of SEQ ID NO: 2. 

Protein chemistry is probably one of the most unpredictable areas of biotechnology. It is well 
known in the art that proteins are folded 3-dimensional structures, the function and stability of which are 
directly related to a specific conformation (Mathews and Van Holde, Biochemistry, 1996, pp. 165-171). In 
any given protein, amino acids distant from one another in the primary sequence may be closely located 
in the folded. 3-dimensional structure (Mathews and Van Holde. Biochemistry, 1996, pp. 166, figure 6.1). 
It is also known in the art that even a single modification or substitution in a protein sequence can alter 
the protein function including ability of protein-protein interaction. For example, the replacement of a 
single lysine at position 118 of the acidic fibroblast growth factor by aglutamic acid led to a substantial 
loss of heparin binding, receptor binding, and biological activity of the protein (Burgess et al, Journal of 
Cell biology, Vol 111. p2129-2138, 1990). 

The instant specification does not provide a specific functional characteristic of a nucleotide 
sequence substantially the same as nucleotide 13-129 or 175-489 of SEQ ID NO: 1. The instant 
specification does not provide a specific functional characteristics of the nucleotide sequence or 
nucleotide sequence variant encoding a portion of polypeptide having substantially the same sequence 
as amino acid 5-43 or 59-163 of SEQ ID NO: 2. Accordingly, in the absence of sufficient recitation of 
distinguishing structural and functional characteristics, the specification does not provide adequate written 
description of the claimed genus. Therefore, the written description is not commensurate in scope with 
the claims, which read on a nucleotide sequence substantially the same as nucleotide 13-129 or 175-489 
of SEQ ID NO: 1 or nucleotide sequence variant encoding a portion of polypeptide having substantially 
the same sequence as amino acid 5-43 or 59-163 of SEQ ID NO: 2. One of skill in the art would 
reasonably conclude that applicant was not in possession of the claimed genus. 

Adequate written description requires more than a mere statement that it is part of the invention 
and reference to a potential method of isolating it. The compound itself is required. See Fiers v. Revel, 
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25 USPQ2d 1601 at 1606 (CAFC 1993) and Amgen Inc. v. Chugai Pharmaceutical Co, Ltd., 18 USPQ2d 
1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 1481 at 
1483. In Fiddes, claims directed to mammalian FGF's were found to be unpatentable due to lack of 
written description for that broad class. The specification provided only the bovine sequence. 
Therefore, only isolated nucleic acid consisting nucleotide sequence 13-129 or 175-489 of SEQ ID NO: 1 
and isolated nucleic acid encoding an amino acid 5-43 or 59-163 of SEQ ID NO: 2, but not the full breadth 
of the claim meets the written description provision of 35 U.S.C. §112, first paragraph. Applicant is 
reminded that Vas-Cath makes clear that the written description provision of 35 U.S.C. §1 12 is severable 
from its enablement provision (see page 1115). 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis for 
the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



1. The compliment of claim 4 in part is rejected under 35 U.S.C. 102(b) based upon a public use or 
sale of the invention (#1230, Random Primer, New England Biolabs, Catalog 1993/4). 
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The catalog of New England Biolabs discloses a random primer (Catalog* 1230), which is a 
complement of the claimed isolated nucleic acid. It is noted that claim 4 as written does not require that 
the complement is limited to having at least 15 nucleotides. 

2. Claims 4-30 are rejected under U.S.C. 102(e) as being anticipated by Baker et aL, (Publication of 
US patent application 2003/0225528 A1). 

Baker et al., disclose a nucleotide sequence (SEQ ID NO: 338, Pin1), comprising a sequence, 
which is 100% identical to the sequence of 13-129 and 175-489 of SEQ ID NO: 1 as evidenced by 
sequence search (see attachment. Exhibit B). Baker et al., further disclose that Pini is proliferation 
makers in cell growth, which has a mitotic activity (Section 426). 

3. Claims 18-30 are rejected under 35 U.S.C. 102(e) as being anticipated by Mattews et al., 
(Publication of US patent application 2004/0171019 Al). 

Mattews et al., disclose a nucleic acid sequence, residue 64-423 of SEQ ID NO: 1 , which is 100% 
identical to the nucleotide residue 157-516 of SEQ ID NO: 1 as evidenced by sequence search (see 
attachment, Exhibit A). Mattews et al., further disclose that nucleic acid sequence encodes a polypeptide, 
which contains Pini PPIase domain (Section 0025). 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or eariier communications from the examiner should 
be directed to Lei Yao, Ph.D. whose telephone number is 571-272-31 12. The examiner can normally be 
reached on 8am-4.30pm Monday to Friday. 

Any inquiry of a general nature, matching or file papers or relating to the status of this application 
or proceeding should be directed to Kim Dowining for Art Unit 1642 whose telephone number is 571-272- 
0521 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Jeffrey Siew can be reached on 571-272-0787. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). 



Lei Yao. Ph.D. 
Examiner 
Art Unit 1642 
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BEST AVAILABLE COPY 



Filtean Haw Rflilrletlon Endonueleassi 
(not to mention 150 old favorites) 

Intron-encodad Endonuclaaiaa — l-fpo I, VOE 

Deep Van!/ (ixo*) DMA Polymariao 

(other thermostable DNA Polymerases Include: Ventn" . Ventj^' (exo*) and 
OeepVentnl 

Taq Thermostable DNAUoaao 



(recA Protein promotes the strand exchange of single-stranded ONA 
fragments with homoioflous duplex ONA) 

EndoglyeosldesesandExoBlycosldases ^ ^ 

(NEB Introduces: PNGase f, Endo H, Endo H^, Neuraminidase and 
N-Acelyl*p-04<exosaminldase^ 

ProtslaPhoaphatasaa 

(NEB Introduces: \M^, Lambda; and Yop^ protein phosphatases) 
Exo*8lie' Deletion KH 

(produces unidirectional nested deletions of double*strand.ed DNA clones 
using Exonuclease 111 and Mung Bean Nuclease) 

Phololope Chemlfttmlnescent DNA Probing and Sequencing 

(non-radloactlve Circumvent" Thermal Cycle DNA sequencing, Sanger DNA 
sequencing and Northern and Southern blottmg) 

e-mali Tecbnlnl Support: lnfoOneb.eam 

(If you have access to Internet e-mail technical support Is available from 
NEB. Our scientists are eager to assist customers with their questions, and 
we have found that e-mall Is a very efflclent way of doing this. Send your 
questions to the above e*mail address and please Include your paper mailing 
address and.tel8phone number. If your question Involves a specific producti 
please provide the NEB catalog number In the subject heading.) 



BEST AVAILABLE COPY 




Random Primer 



This primer Is used for radiolabeling any probe ONA lo a high specific aclivity (1). m method, 
•ollgolabeling" (1 ) has been optimized to allow greater control over the size of hybridization probes (Z), 
Oligolabeiing eliminates two sources of nuclease activity (ONAse I and 5'-3' exonuclease) that are 
associated with nick translation (3). 

Reference: 1. Feinberg, A.P. and Vogelstein. B. (1983) Analytial Biochem. 132. 6-13. 

2 Fisk, F.Z. and Hodgson. CP. (1987) nucleic Adds Res. 15. 6295. 

3 Maniatis. T.. Jeffrey. T A and Kleid. O.G. (1 975) Proc. Nat ScL USA 72. 1 184-1 185, 



#1230 



Random Primer 
5'd(NNNNNN)3' 



1.0 A^ unit $72 



Transcription 
Promotor Primers 



Three primers are available lor sequencing plasmids containing T7. T3. or SP6 RNA polymerase 
promotor sequences. The T7 primer Is complementary to conserved sequence in all of the class III 
promotors lor T7 RNA polymerase (1). The SP6 primer can be used to sequence insertions in the 
polylinker rBgions of the pSP64 and pSP65 cloning vectors developed by Mellon et al. (2). The 13 primer 
is complementary to the consensus sequence of the eleven class III promotor sequences lor T3 RNA 
polymerase (3). Note: Primers can not be used for certain plasmids that contain truncated (but still fully 
functional) promotors. 

Alt primers sequence in the direction of transcription and are supplied with a protocol using a modiHca- 
tion of sequencing procedur?: double-stranded DNA (4.5.6). With this protocol, sequencing 
information in excess of 350 base pairs can be obtained. 
1.0 A,^ unit is approximately 40 pg. 

References: 1. Studier. W.F. and Ouna J.J. (1983) ofMol. Biol 166. 477-535. 

2. IWIelton, OA etal. (1984) Nucleic Acids Res. 12. 7035-7056. 

3. McAllister. W.T. et al. (1985) Nucleic Acids Res. 13. 6753-6766. 

4. Chen. E.Y. and Seeburg. P.H. (1985) DNA 4. 165. 

5 Hattliner. M.. Kempe, T. and Tijan. R. (1985) Nucleic Acids Res. 13. 1015-1025. 

6 Gravel, R.A., Korneluk. R.G, and Quan. F. (1985) Gene AO. 317-323. 



#1226 SP6 Promotor Primer 24 MER 

5'd(CATACGATnAGGTGACACTATAG)3' 

#1227 T7 Promotor Primer 23 MER 

5'd(TAATAC6ACTCACTATAG66A6A)3' 

#1228 T3 Promoter Primer 20 MER 

5'd{ATTAACCCTCACTAAA6GGA)3' 



0.1 

unit 

$75 



$75 



$75 



1.0 

unit 

$288 



$288 



M13 

Hybridization 
Probe Primer 



The M13 Hybridization Probe Primer can be used to generate a radioactive hybridizabon probe lor a 
region of ONA or RNA which is complementary to a DNA fragment that has been cloned into any ol the 
Ml 3 ; ; phages (1). This primer does not prime through the cloned fragments. The 5' emJ of the primer 
anneals 46 nucleotides 5' to the cloning sites of the M13 /acphages. Synthesis is directert away from the 
cloning sites, making a complementary copy of the M13 vector ONA, Synthesis stops before the clonmg 
sites are reached, leaving the inserted ONA single-stranded. Because of the single-stranded nature of the 
hybridizing ONA and the high specific activity achievable with in vitro DNA synthesis using radioactively 
labeled deoxynucleosldc triphosphates, a very sensitive M13 hybridization probe Is generated. 
Reference: 1. Hu. N. and Messing, J, (1982) 6fiM 17. 271-277. 



#1202 M13 Hybridization Probe Primer 16 MER 

5'd(CACAATTCCACACAAG)3' 



0.1 A^ unit 



$75 



?mlE Primer 



The ma/f Primer enables sequence to be derived from inserts cloned into plasmids pMAL-c and pMAL-p 
and is used in conjunction with the Protein Fusion and Purification System, see page 1 16. 



#1237 ffla/£Prlmer 0.1 A^ unit' $75 

5'd(GQTCGTCAGACTQTC6ATGAA6CC)3' 



